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2/34/1 (Item 1 from file: 351) 



TAKEBAYASHI Y 



patent No 
WO 9801133 
AU 9733596 
JP 10505057 



Kind 
Al 
A 
X 



Date 
19980115 
19980202 
19990921 



Date 
19970708 
19970708 
19970708 
19970708 



Week 
199812 
199826 
199950 



B 



011713363 **lmage available** 
WPI Acc No: 1998-130273/199812 . 

New cathepsin K inhibitors e.g. proline derivatives are bone 
resorption inhibitors - used to treat e.g. osteoporosis, Paget' s disease 
and acute neoplastic hypercalcaemia 
patent Assignee: yamanouchi pharm co ltd (yama ) 
inventor: AIBE K; IGARASHI S; ISHII Y; NODA I; NOSHIRO O; 
Number of Countries: 076 Number of Patents: 003 
Patent Family: 

Applicat no Kind 
WO 97JP2357 A 
AU 9733596 A 
WO 97JP2357 A 
JP 98505057 A 
Priority Applications (No Type Date): JP 96177955 A 19960708 
Patent Details: 

Patent No Kind Lan Pg Main IPC 
WO 9801133 Al J 105 A61K-031/40 

Designated states (National): AL AM au 

KE KG KR K2 LC LK LR 
SK TJ TM TR TT UA UG 

(Regional): AT BE CH 

OA PT SD SE SZ UG ZW 

A61K-031/40 Based on patent 

A61K-031/40 Based on patent 
9801133 A 

inhibitors comprising a selective cathepsin 

carrier are new. Also claimed are proline 



Filing Notes 



GE GH HU IL IS JP 
PL RO RU SD SG SI 

Designated states 
KE LS LU MC MW NL 
.AU. 9733596 A 
JP 10505057 X 
Abstract (Basic): wo 

Bone resorption 
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WO 



9801133 
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derivatives of formula (I 1 ) and their salts: xa = optionally protected 
alpha -amino acid with no C-terminal carbonyl group; Rla = amino 
protecting group; G = Gly; n = 0 or.l; R3a = aldehyde, CN, COCF3, 
COCF2CF3, PO(OH)2, COCH20CH2CF3 , CH2C1 , S02F, BY1Y2 , lower 
alkoxycarbonylethenyl , optionally substituted 
aryl oxymethyl carbonyl oxymethyl carbonyl , optionally substituted 
aryl thiometnyl carbonyl , optionally substituted aryloxycarbonyl , 
optionally substituted aral kyl carbonyl oxymethyl carbonyl , optionally 
substituted N-containing 5-6-membered heteroaryl (optional ty fused with 
a benzene ring), carbonyl (optionally substituted by optionally 
substituted N-containing 5-6-membered heteroaryl (optionally fused with 
a benzene ring)), 1, 3-dioxolanyl or carbonyl oxymethyl carbonyl 
(optionally substituted by optionally substituted N-containing 
5-6-membered heteroaryl (optionally fused with a benzene ring)); R4a = 
H, OH or phenyl; Yl, Y2 = amino group (optionally mono-or di substituted 
by OH, F, lower alkoxy or lower alkyl); provided that the following are 
excluded; (i) Rla-(G)n- = benzeneoxycarbonyl , R4a = h, and -xa-R3a = 
-NCH(CHO)CH2SCH2-R (sic), -NCH(CHO)(CHOH)3CH20H (sic), -Ile-0C6C15, 
-Ile-0C6C15, lle-OC6F5, -Ala-O-R', -val-O-Q, -Phe-O-Q, 
-NCH(CHO)(CH2)2Ph (sic), -NC(CHO) (CH3)CH2Ph (sic), -Val-H, -Met-H, 
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-Lys-H, -Arg-H, -Phe-H or Leu-M; (ii) Rla(G)n- = benzyloxycarbonyl , R4a 
= OH and xaR3a = -NCH(CHO) (CHOH)3CH20H (sic); and (iii) Rla-(G)n = 
benzoyl, R4a = H , and -Xa-R3a = -Arg-H or -Arg(COOCH2Ph) -H; R = 
2-fluorophenyl ; R* = 2- (ethyl ami nocarbonyl) -phenyl ; Q = 4-ni trophenyl ■ 
and m = 2-oxo-piperazin-4-yl . 

USE - The compounds are used in the treatment of bone disorders 
e.g. osteoporosis, Paget's disease and acute neoplastic hypercalcaemi a 
(claimed). They are administered perorally in a daily dosage of 1-200 
mg/kg or by any other method in a daily dosage of 0.1-100 mg/kg. 

advantage - (I ' ) are selective inhibitors of cathepsin K, with 
little inhibitory effect on cathepsin L and thus side effects are 
reduced. 

Dwg . 0/0 
.Derwent. Class: B03 

International Patent Class (Main): A61K-031/40 

International Patent Class (Additional): A61K-031/415 ; A61K-031/42' 
A61K-031/425; A61K-031/445 ; A61K-031/495 ; A61K-031/535 ; A61K-035/05; 
A61K-035/06; A61K-035/55; C07D-207/16; C07D-405/12; C07D-413/12- 
C07D-417/12; C07K-005/078; C07K-005/083 



Derwent WPI (Dialog* File 351): (c) 2003 Thomson Derwent. All rights reserved. 
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2/34/2 (Item 2 from file: 345) 
14089839 

Basic Patent (No, Kind, Date) : WO 9801133 Al 19980115 



PATENT FAMILY: 
AUSTRALIA (AU) 

<• Patent (No, Kind , Date) : AU 9733596 Al 19980202 
BONE RESORPTION INHIBITORS (English) 

Patent Assignee: yamanouchi pharma co ltd 

Author (inventor): aibe kazuhiko; takebayashi yukihiro; ishii yasutaka 

. ; NOSHIRO OSAMU; NODA ICHIO; IGARASHI SUSUMU 

Priority (No , Ki nd ,Date) : • JP 96177955 A 19960708; WO 97JP2357 w 
19970708 

Applic (no, Kind, Date): AU 9733596 A 19970708 

IPC: * A61K-031/40; A61K-031/415 ; A61K-031/42; A61K-031/425 
A61K-031/445; A61K-031/495 ; A61K-031/535 ; A61K-035/06; A61K-035/55 
C07K-005/083 ; C07D - 405/12: C07D-413/12; C07D-417/12; C07K-005/078 
CA Abstract No: * 128(12)136515R 
Derwent WPI Acc No: * C 98-130273 
Language of Document: English 
WORLD INTELLECTUAL PROPERTY ORGANIZATION, PCT (WO) 
Patent (No, Kind .Date) : wo 9801133 Al 19980115 
BONE RESORPTION INHIBITORS (English) 

Patent, Assignee: yamanouchi pharma CO ltd (jp); aibe kazuhiko CjpV 

TAKEBAYASHI YUKIHIRO (JP); ISHII YASUTAKA (JP); NOSHIRO OSAMU (JP) 
J NODA ICHIO (JP); IGARASHI SUSUMU (JP) 
- * AL ^cStt ^M^ t0r) > / IBE KAZUHIK0 OP) ; TAKEBAYASHI YUKIHIRO (JP) ; 

SUSUMU (JP) KA NOSHIRO OSAMU (JP); NODA ICHIO (JP); IGARASHI 

Priority (No, Kind.Date): jp 96177955 A 19960708 
Applic (no, Kind, Date): WO 97JP2357 A 19970708 
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Filing Details: WO 100000 with international search report 

IPC: * A61K-031/40; A61K-031/415 ; A61K-031/42; A61K-031/425 
A61K-031/445; A61K-031/495 ; A61K-031/535 ; A61K-031/505 ; A61K-035/06 
A61K-035/55; C07D-207/16; C0ZD-405/12; C07D-413/12; C07D-417/12 
C07K-005/078; C07K-005/083 

CA Abstract No: ; 128(12) 136515R 

Derwent WPI Acc No: ; C 98-130273 

Language of Document: Japanese 



lnpadoc/Fam.& Legal Stat (Dialog* File 345): (c> 2003 EPO. All rights reserved. 



s e lect 

Frrrarrrara 

Output 
Modify 



Records 1-2 of 2 In long Format . 

5 Output as: 



Format: 



Long 



Browser 



[display/ send 



refine search ; back to picklist j 



©1 997-2003 The Dialog Corporation - Version 2.3 



http://\AAAAA/.dialogwebxom/cgi/document 



7/8/03 



pialogWeb Output 



Page 1 of 3 




DialogWeb 



new search IffavoritesilsettingsSI order || cost|[ logoff || help 



$ Dynamic Search: INPADOC/Family and Legal Status, JAPIO -Patent Abstracts of Japan, Derwent World Patents Index 
d Records for: PN=JP 5294826 "^*^ ' W iL 



saye strategy on 



Output 



Modify 
select 

EM GEE! 



Format: 



Long 



Output as: 



Browser 




refine search M back to picklistj 



Records 1-3 of 3 In long Format 



□ l. 6/34/1 (Item 1 from file: 351) 



009699007 

-WP-I ago No-: 1993-392560/ 199349 '•■**.. 

Sustained-release microcapsules contg. peptide - in 

biodegradable aliphatic polyester, useful for treatment of osteoporosis 



LTD (TAKE ) 
of Patents: 001 



Kind 
A 

9297961 



Date week 
19920417 199349 
A 19920417 



B 



thei r 



patent Assignee: takeda chem ind 
Number of Countries: 001 Number 
patent Family: 

Patent no Kind Date Applicat No 
JP 5294826 A 19931109 DP 9297961 
priority Applications (no Type Date): DP 
Patent Details: 

Patent No Kind Lan pg Main IPC Filing Notes 

DP 5294826 A 8 A61K-009/52 

Abstract (Basic): DP 5294826 A . 

Sustained- release microcapsules comprises oligopeptides or 
salts with bone absorption inhibitory activity in biodegradable 
aliphtic plyesters. ^ _ . 

USE/ADVANTAGE - The microcapsules are effective for treatment of 
osteoporosis and their effects are long : lasti ng . 

in an example, osteostatin 40 mg dissolved in 0.05 ml of distilled 
water was mixed for 60 seconds with 1 g of polylactate and 1 g of 
copolymer of glycol ic acid and 2-hydroxybutyn c acid in 2.5 ml of 

• - dichloromethane to give w/0 emulsion. The emulsion was cooled to 18 
deg. C and infused to 0.1%. PVA aq. soln. of 500 ml using a mixer to 
give W/O/W type emulsion. The inside w/O emulsion was solidified by 
evaporating dichloromethane from W/O/W emulsion and collected using a 
centrifugal equipment. The obtd. emulsion was scattered in distilled 
water and centrifuged. D-mannitol of 0.15 g was added to the collected 
microcapsules and f reeze-dri ed . 
Dwg. 0/0 

Derwent Class: B04; B07 

international Patent Class (Main): A61K-009/52 m -,^a 
international Patent Class (Additional): A61K-037/02; A61K-037/24; 
A61K-037/30; A61K-047/34 
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Pub. No.: 05-294826 [JP 5294826 A] 
Published: November 09, 1993 (19931109) 
Inventor: YAMADA MINORU 

KAMEI SHICERU 

OGAWA TAIRYO 

Applicant: TAKEDA CHEM IND LTD [000293] (A Japanese Company or 

Corporation), JP (Japan) 

Application No.: 04-097961 [JP 9297961] 

Filed: April 17, 1992 (19920417) 

International Class: [ 5 ] A61 K-009/52; A61 K-037/02; A61 K-037/24; 
A61K-037/30; A61K-047/34 

JAPIO Class: 14.4 (ORGANIC CHEMISTRY — Medicine) 
JAPIO Keyword: R01 3 (MICROCAPSULES) 

Journal: Section: C, Section No. 1 1 66, Vol. 1 8, No. 93, Pg. 1 25, February 1 6, 
1994 (19940216) 



ABSTRACT 

PURPOSE: To provide the subject sustained-release microcapsule containing 
an oligopeptide exhibiting a bone resorption inhibitory effect and useful for 
improving osteoporosis. 

CONSTITUTION: This sustained-release microcapsule is composed of an 
oligopeptide exhibiting a bone resorption inhibitory effect or its salt 
encapsulated in a biodegradative polyester. Since the oligopeptide 
exhibiting a bone resorption inhibitory effect can be released into the living 
body over a long period this sustained-release microcapsule can effectively 
improve osteoporosis. 

JAPIO (Dialog* File 347): (c) 2003 JPO & JAPIO. All rights reserved. 

'-' 3 ' * 6/34/3' (Item 3 from file: 345) 

Basic 7 patent (No, Kind, Date) : JP 5294826 A2 931109 
PATENT FAMILY: 

M patent P (No, Kind, Date): JP 5294826 A2 931109 

PEPTIDE-CONTAINING SUSTAINED-RELEASE MICROCAPSULE (English) 

Patent Assignee: takeda chemical industries ltd 
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Author (inventor): yamada minoru; kamei shigeru; ogawa tairyo 
priority (No, Ki nd ,Date) : JP 9297961 A 920417 
Applic (No , Kind, Date) : JP 9297961 A 920417 

IPC : * A61K-009/52; A61K-037/02; A61K-037/24; A61K-037/30; A61K-047/34 
CA Abstract no: ; 120(12) 144197P 
Derwent WPI Acc no: ; C 93-392560 
JAPIO Reference No: '; 180093C000125 
Language of Document: Japanese 



lnpadoc/Fam.& Legal Stat (Dialog* File 345): (c) 2003 EPO. All rights reserved. 
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C^J- 2 0°C--4 O'C^^T'^^^^il^ 0 rae^fa 

t±. a^^a-n^i (iwitf 5 4h&^3oi^isi) t& 
;i^ t ^r-y-/t^) , 7xy-/Pi(^j, 7x7- 

m (0J. K) . f-^-— (i^k l . 

4-y^y^^r— l, 2-x^yyf^-- /P) <n 
z'tz***yffi^\<nm)\\ft^%)'e$>&<> ttz. 

^rY-^umMt Lxm^^tih 2,4- 

y'- b 07 x^Kif ^7x 7-/HIC J; 
S*^5^i:±gfiOf-^-;Ma (0k 1, 2-x^V 

1, 4-y^>-^>^— ivm ^C0#^T 
(0k ^fcSHfc^HJ^A, #^^b^'J^A^) . # 

flffi, ^7A;n7h/77^- ( A 

fflfflfc 9 u -7 h ? 7 y >r - £r if 1 3 J: o T $W S ix ^» <> 
[0020] ^aBtcfflt^n^#^OT^^'J 

#0&m& (0k tb'J^, xry«>Affi^) , nv 
figf-fWE C0J. (0k fi®. wst. vy& 

[002 1 ] *^|tfflt^ii44*^fifil!lifl^ 



(5) 

7 

fiS¥^l^fi^3 t 0 0 0^^30. 0 0 0. 

?*l4&?vvb?jy 4 — (GPC) XWfcbti 

(0L ^lin-^Bt, ?L18. 2-tKn*vB®. 2- 

y|g. 2-t Kn^r^^r'J;^^) . a-bKo*^ 
K<38H*zafl3I (PL ^Vn'JK, . t 

is bv/i foxy ma (PL nyii) 

2mxt<v&m&m. &&^i*zti^mm-&m& 20 

ML 

*>J:v>. *fc±iBa-bKn*^BSI, a-tHn^fS/ 
SK^K^SfldH. bKn^yy^yil, b Hn 

u^(wwt Lxii. mtimmme 1-285 

^481 73 2^&mztmZtltz. $LMC0**tfW 
-k?V 3-)UM/mm$t4 J)*$> 1 2C0a-t Kn^fy 
&(0L 2-tKQ^fy-3-^ 
^ffiK, 2-bFn*$ofrTn>W) coatfy-?- 

coo23] *wmwm.~?4 ?u*mM$, ma 

[0024] * -f , 7k£immLm*v j^t* h at 
htwtfyw& (PL -tf^f y^) . wffl (PL ^ 

(PL dfJb'--;ur;Pn— &4v>t;MS£ttTS 

(PL r/MF-v. Vifym &t:<omimftito& 
mm, ^j^ymmmmm, mm. vy&, 50 



8 

mm, rfo^-y. visymcoi&m^T^sM&xxf 

%iih<T)i& CPL UBS. ?xyB^> 

3c5&ffc»Jfc lt, ?y^?IUPL r^rsv. -b'^^ 
. fyryi^ (PL f^h'jy, ryi^y 
tf) , (PL ?xyg£30 . xfpyyrsy0 

i»r;u*u^s«a (PL x^vyxrsy-raa*-^ 
. Egs^sr^'j&fHS (PL edis&k 

fR-ff'J^A^) . ^^^^ (PL tflfx^uy 
[0 02 5] ZCO&olzLX'&btltzftTmmZ. tkfo 

^oox^y, ^DD^^y htj^uox^y. m 

m&&%£) . liffififtX^Tr^ (WI. M§Xf-/K 

K^/^t*) , x-- jvvm (m. xf-;ux— 7-^. w 

V7ne;px^f^t') . 9&m&Mbm (m. <y 

^> (i 2 @l^±jffi:^§y^TiIlES' L T ffl v t J: v \ 

W/O/WMcOSfflX-^/U^a y^-ffM^ii:^. 
ti. -tt^O/WiXV^y 3 y$rMtl> 

»i<W, ^Hyith 1 ;^, wjyitb^ 
a. ^^'J/^^bU^A^t') , ^M^yft^SvS 
fe#I(#L ^'J^^xx^-wyy/Pb'^yatt&^xx-r 
/I- C^^-y (Tween) 80, V<\—y (Tween) 60. 
7b7XA'r)^-t) . ^y^Jri/Xf-l/yb^x^ 
SSffcCHCO-6C, HCO-50, B^5^;PX3 



c 

9 

l%^^2 0% (w/w) c^K^^iStRT^ . i: 
0*?£L<Ji^O. 0 5%3&^^1 0% (w/w) ?)£sia 

[0027] ^fflcO^O^tCii. jl^V^il^^ 
f££-&^LTli. ru^yWmiZA, 

^^E^L<tif&^;:M£ELT^d£\ o-^U-x 
A;Kl/-?-3:£:£ffli,vt. ^£jg£tMiL&#£>tT 

^&^ter^LT#SXL£f£. v-f ^n^-b/l^fl 
MCtt^ LT v \& Tmco-Wt&Wm* U =f^Tf - K , ^ 

D7>f7n^7tHllitl.^l iW/OX7/P 
S/'a VfciHWXT* 37*/K-ya VffJSrffc^tJjII 

tt, ^cSi*, n->7*. ffi@$A, ax+vm, rv-jft 

[00 2 8] ioiacLrft^ii^^^oXrr-b/W 
fi, aF3flLT#JRLfcf*. ^T^^i O^i^LSt 

tmmz^-i fntjr^wwmhkz^t lt. m 



6) #^¥5-2 948 2 6 

1 0 

■%%Xfoh« z\CD£oteLX%t>titz~?4 9u^y B ^)V 
lis ^ftftmLSET-Cv^f ^o^r-b/W 

J: 0^^^')o 

[0029] &WM<ovt yufiy+nvcTM^Wit. t£ 
^li^mj^ci: 'o . mmmmt Lxmrn-t^m^iz 

<, Wi.(fT^fcUT*^l^JK?3 0 0/z nigral** 

u x^x/i^tt^tra^^ < &*i<?>&mb 
mz^-f&^-i ? o# r-b/l^ 2 Sifcli 2 sulhsei: 

(TJfteTil^LTkJ:^. *»7^P^7^^ 
^IthLTfl^O^J^cl^HtL. fl&l*IF*L -ST. It 
&J£. ISIS. ^fg^rt'^O^M, 

r ^> c: t *> aj3ft & • m^ttw»J(iOTitf 5 o - 

1 7 2 5^^1dm^^tC^oT^^il^ . $ 4> 

^) {zk^x^^h^t^m^wftftffi^Mft* 

[0030] ^H^cOT^f ^n^7 0 -t;^^lt^J^-r^ 
80. HCO-6 0. ^/U^^^f-^-fe^a-^. T 

y^A, 7y-h-;K y/i^b>-;U. 7>'»)I'5:h') 

t&m%hL<ttmw&mLx®mtL. mmmz. mt 

rwm mxr^fvm, mxr^mm) , mm, 
wiz£fa&m<n-%mzmmM\\L~t& ztuzx o^tttt 

50 ^OTJh-T&o ^^(7)^^M^J^4fi(i. ±3HT 



V 



1 1 

^n^r-fe;uofifi7&W^L<ii^0. lmg&uL 1 0 
Omg/kgftM. J: l 3»*U<«»0- 2mg2rt^50mg 

fi. a3Mt-Hl. -^fPIki-tsL &£^i--*iMSHc 
MMMNfaim* 7 7h, b 

[00 3 1 3 

[00 323 ##^J 1 tXf^X^fy (Thr-Arg- 
Ser-Ala-Trp) 

- Kc^£ii£ifr^T^ 3 0 A ( T7 

^ t ro/7A|j;roPT-HRj (777^^^ 

'J -7 4 -;i^K • T— ;P ■ b- (Merrifield, R. 
B. ) (1 9 6 9) T FJtyz. • ■ xy-?M tny- 
(Adv. Enzymol.) 3 2, 2 2 1 - 2 9 6 CO^T&CHI t 
"CV%^ e lx^ytC(iBoc-Trp(CHO)-PAM-P { 0. 5nunol/ 
g) £Jfll\ ^/I/^^V^^^Ii^^L^o fiac- 
re LT, Boc-Ala-OH, Boc-Ser(Bzl)-0H, Boc-A 
rg(Tos)-0H £j;l*Boc-Thr(Bzl>0H £fflV^t. TS^* 
% 4 £ <0 ^7** FUi/>$: h M 0 ft 
U $fe**W:. ^rf-HI^^Vl gtl . 5ml<0p-? 
t-V-^NoJ^O. 5ml<01, 2-x;ym-/^ 

m*. z^z&&u\comfo7 vik*m*ii\\Lx, o-c-e 

fbfcg&£«fflife*U 0. l%«2-^;Whx^y 
-;P£^tf ^x^x-x/UT\ &i vt yxf;H-f 

TOSU^i^fc. MH7rf7^ (Sephad 
ex) G-2 5£ffl^*y;l^iflfcJ:9»«Ufc. y/I^ 
j^mi, ^7At-fX, 2. 8X6 0cm:ftfflifcJI. 
2 3 0nm;?f&, 3%I« : 4 0ml/hr"C*>o 



7) ^if5-294826 

1 2 

ft^ixfcm^m&iz^x&mmmmftfvvhy?? 

D-ODS-5 2 0X3 0 Oram < lliW^ffi^a 
SE) 25°C;?§m^A, 0. l%hU 

7;^n»-9 9. 9% 3£©#;iOTifflSEB, 0. 
l%MJ7JM-nMK-9 9. 9% r-feh — 
i{fl7 B o/7A, 0t> ( 9 0%A + 1 0%B ) , 40^ 
(50%A+50%B) ; ^EiiilJgSml/jnin, ftfti&M- 
2 3 0nm o *»Tt§^2 3#fciSai3*tfc±tr 
10 -^SMl^tA^^77HAGlX8 (CH 3 C00H 
m, 1. 8X5cm) CO#7ZsCiMU T-fe 

^2 37jHz^v^-b-^$r-^^.^, 

+ 6«5©SK. 1 1 0X:24tijmQfrfffl) : Ser 0.87 
Ala 1.04(1), Arg 1.00(1). Trp 0.88(1), Thr 0.9 
4(1). HHM£7 6%. 
20 [003 3 3 ###1 2 Arg-Thr-Arg-Ser-Ala-Trp COS 

##m^fc^fcl^fiHCt/t£-|ftW!. ftH^f-H 
l/y>l. 2 3g$:7>y{bJ<^aL7t!f^ML. 14 
2mg^@&^r^H^t#7tr 0 .!Ol ) i^(i:TfB^f E l 1 "C^ 
«3filiS«:^OVh^7 7-f-T*«ail*ra2 2. 4^(Cfil 

D-ODS-5, 20X300hhb;^7^E 25 
'C;*£ffi^&A, 0. 1%MJ7;M-uM£-9 9. 9 

30 9. 9%T±h-hV>l>;mftmm5m\/ft, ^tfi^ 
280nm, *g£ttrn^A, 0^(80%A+20% 
B) , 307h (75%A+25%B) ; 

+ 6ffi^«K. 1 1 O a C2 4B^r0™7K^) : Ser 0.85 
(1), Arg 2(2), Trp 0.92(1), Trp 0.85(1), Alal.04 
(1). 

[0 0 34 3 ##^J3 

mmmx<§ &&xn&Q i w&ffi*-ti 100 omi^4^7^ 

X=JtC9 0%D, L-?L»»300gi:90%L- 
40 ?LI10 0g^ftJiA^l^TlOO 4 C, 500oiifl 
Hg^^> 1 5 0°C. 3 0nmHg4T4l^ia* a tfC^£E»P^Sr 
ffiS:oTeai7k£!Sfe*Lfc. $^tC5-7mmHg. 150 
-18 0rT'24B§^MJEEJn^^^o7tf^inL, % 
H9fe^?Li6S^Wc2:^fco 1 0 0 0ml 

co^'^n^^v^^U. 6 0r^7K+(cro^Tii 
AW:* 7>atLT<S»^®* : ?S^I*F&^>> 3 0 

^ M^^^fiii 9000tftofc. 
[00353 ##0IJ4 
50 S3WA«iiJ:^ai«fiii.felOOOBltf04S7^ 



(8) 
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1 3 

xa( t z7 Va-;l'2 2&. 2gt2-t Hn^fyii2 
08. lg£{±&^ S«KarF9 0X;, 4 0 0mmHg*> 
h 1 5 0°C. 3 OmsMtTS^mMfXmmm^^ 
oT®Eti*£ISfc£L*:. $££5 — 7maHg. 15 0-1 

tf>?L®SS£-flc£*§fc. f#£;fifcM£*£ 1 0 0 Onl^J 
? n;p^ ^ ylzmm U 6 0 ■C^iS** fc:«f A L 
fc. ^LT<SM^^Tfi-^!l5:m^, 3 0-C-C 

BKftS-S-flcfi. GPCCJ:411f%Mtlil 6 0 

[0 0 36] ^JfcMl 
^%miX*%t>tltzjtX7'7tX?1-V (Thr-Arg-Ser-Al 
a-Tip> 4 0ng£3£»k0. 0 SnlfcfcjBU WtM 1 

2 - 1 K P^yilM^ 1 g ^ y ^ no 

-T'6 0#«^t, w/oix^y 3 yH^ 0 



1 4 



e CCffI!^LT;fcVvt:0 . 1%jKV t'~-)UT/)/Z3-!ls 
( P V A ) $ 5 0 Oml to±A L ?-t* 5 * 

W/0/WlX7^y 9 7^ii£t«tOOy7 

mit^M'C^mm^m^xmmLti. zti&mmm 

10 0. 1 SgSrJlI*.. ^^tlJ;oT^h Lxm^tL 
[003 7] mmM2 

m^m2Xn^tltz^^T^ K (Arg-Thr-Arg-Ser- 
Ala-Trp) 4 0mg£ffilvC|yffl 1 b fflmiz LX U 9 
a^T^^mMLtz. 'i%t>tWz-?4 9u%y°*L)V<T)3 
7°C, pH7. O^yyM^tlT^o/i in vitr 

[mi 



10 13 2?i 33S 4i§ 



l£feM2 61.1 31.2 23.1 20.2 2.1 



a) P H7. 0, l/30M'Jy 

[00 38] 



3 7°C 



7Dyh^-y'£7)I^ 



(51) Int. CI . 5 fMIB-v Jf^mm^ FI 

A6 1K 47/34 G 7433 - 4C 



